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Stent Thrombosis
Reduced Effectiveness of Clopidogrel Linked
to Increased Risk of Cardiac Events
Interindividual differences in clopidogrel responsiveness may predict the failure ofclopidogrel to prevent future cardiac events. Two papers by Gurbel and colleagues
examine responses to clopidogrel of measures of platelet reactivity and their effect on
the risk of future events. In the first paper, they compared the response to clopidogrel
in 20 patients who experienced stent thrombosis (SAT) and 100who did not. Subjects
with SAT had higher platelet reactivity (i.e., reduced effectiveness of clopidogrel). In
the second paper, they compared subjects with and without future cardiac events who
were receiving clopidogrel and aspirin after elective percutaneous coronary interven-
tion. Those with a future cardiac event had higher adenosine diphosphate (ADP)-
induced aggregation, faster fibrin generation, and greater tensile strength of an ex-vivo
formed clot. Clot strength was a better predictor than ADP-induced aggregation.
These two studies suggest that measuring the individual effectiveness of clopidogrel
may stratify the risk of future events; patients with a reduced response to clopidogrel
may need either a higher dose or alternative therapies. See pages 1820 and 1827.
Page 1873
Atherosclerosis
Elevated CRP Found in Hypertensives Regardless of Gender or Ethnicity
Although several investigations have found elevated C-reactive protein (CRP) inhypertensives, evidence of a causative link is missing. Lakoski and colleagues
examined baseline CRP levels from the Multi-Ethnic Study of Atherosclerosis
(MESA). C-reactive protein was consistently elevated in hypertensives compared with
normotensives, a relationship that was maintained across gender and race. Thus, there
is a consistent relationship between CRP and hypertension that is independent of race
or gender, although the absolute levels vary substantially. This study lends further
support to the hypothesis that CRP and hypertension are intrinsically linked, but the
cause and effect are still to be determined. See page 1869. See figure.
Page 1879
Heart Failure
Improved Heart Rate Characteristics With Biventricular Pacing
Highsympathetic tone is detrimental in heart failure; it can bemeasured indirectlyby higher resting heart rate (HR) and decreased heart rate variability (HRV)
throughout the day. Fantoni and colleagues used HR data downloaded from newly
implanted biventricular pacemakers to examine the relationship between HR, HRV,
and cardiac outcomes. In these patients with ejection fractions35% and New York
HeartAssociation functional class III/IV symptoms, the averageHRand theminimum
HRboth declined slightly after resynchronization therapy. They also assessed standard
deviation of the averages of intrinsic intervals in the 288 five-min segments of a day
(SDANN), the variability in the HR over 24 h. If SDANN did not increase, patients
had worse prognosis; this also correlated with suboptimal left ventricular lead place-
ment. This paper suggests that SDANN should be measured in all patients after
biventricular pacemaker implantation; if it has not increased, patients are at higher risk
for poor outcomes and repositioning of the left ventricular lead should be considered.
See page 1875. See figure.
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Cardiac Rhythm Disorders
Functional Status With Rate Versus Rhythm Control
The AFFIRM study showed no difference in mortality between rate and rhythmcontrol strategies, but questions still remain as to the preferred option. This
substudy compared objective measurements of functional status. Intention-to-treat
analyses showed no differences in Mini Mental Status Examination (MMSE), New
York Heart Association (NYHA) functional class, or Canadian Cardiovascular Score
(CCS). There was a slight increase in six-minute walk distance, though the clinical
relevance of this improvement is debatable. When analyzed by actual rhythm status,
sinus rhythm conferred a slight improvement in average NYHA functional class, with
no differences in MMSE, CCS, or 6-min walk test. This analysis reiterates that the
differences between rate and rhythm control strategies are small, with similar outcomes
on mortality, perceived quality of life, and now functional status. See page 1891.
See figure.
